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[Abstract] Objective Systematically evaluate the efficacy and safety of Dupriumab in the treatment of moderate
to severe atopic dermatitis(AD). Methods CNKI, VIP database, PubMed, WanFang data, Embase, Web of Science,
Cochrane Library and ClinicalTrials.gov were searched to collect RCTs of Dupriumab in the treatment of moderate to

severe AD. The retrieval time is from the date of database construction to June 2022. After screening, data extraction
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and quality evaluation of the obtained literatures, RevMan 5.4 statistical software was used for quantitative analysis.
Results
IGA [RR=3.64, 95%CI(3.18,4.17), P<0.00001], response rate of EASI-50 [RR=2.49, 95%CI (2.30,2.70), P<0.00001],
improvement of EASI [MD =-28.51, 95% CI (-31.86, -25.16), P<0.00001], improvement of NRS [MD =-4.92, 95%
CI (-5.49, -4.36), P<0.00001], and improvement of SCORAD [MD= -30.81, 95%CI (-31.01,-30.61) , P<0.00001] in

the treatment group were all better than that in the control group, and the difference was statistically significant. In terms

13 studies were included involving 4270 patients. Results of Meta-analysis showed that response rate of

of safety, there was no significant difference in adverse event rate between two groups [RR=0.98, 95%CI1(0.94,1.02),
P=0.38], and the incidence of serious adverse events in the treatment group was lower than that in the control group
[RR=0.47, 95%CI (0.33,0.67), P<0.0001], and the difference was statistically significant. Conclusion The current

evidences show that Dupriumab is effective in the treatment of moderate to severe AD, which can significantly improve

the itching situation, the area of skin lesions and sleeping conditions of patients with good safety.
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Tab.1 General information of literatures included

Ve AR FEAEE /] SEL AT R % FENEC N - LR
[ ] T C T C T C T R
Simpson % , 2020[11] P F I BT, 300mg,qdw qR2w:14.4+ 1.6 q2w:52 (O]
ADOL: NCT03054428 16685 ( n=84 )200mg/300mg,q2w( n=82 ) PLB q4w:145+ 1.7 134218 q4w:43 52 167 60
; s 3 il B
Blauvelt %5 2017[12] HERAPERAL . 300mg.q2w ) o q@wi40.5 (28.0 ~ 49.0) 34.0(250 ~  q2w:62 0F)
CHRONOS: 425 315 (n=106) TCS  aw340 (260 ~ 45.0) 450) 101 193 14F 3@
NCT02260986 300mg, qw (#=319 ) +TCS AW:929 2 <5 : : aw:
i S L [ o
Simpson % 2016(1) [13] . EE‘NjEii’zéjgomg’ 2w prp G2W3B0 (275 - 480) 3900270~ q@wi30 oo DO
SOLOI: NCT02277743 300mg, qw (n=223) qw:39.0 (27.0 ~ 51.0)  50.5) qw:142 @
Simpson % ,2016( 2) [13] PEEFIILEAT , 300mg, 2w Q2w:34.0 (25.0 ~ 46.0) 35.0(25.0 ~ qQ@2w:137 e
472 236 PLB 132 16 A
SOLO2: NCT02277769 (n=233) 300mg, qw (7=239) qw:35.0 (25.0 ~ 46.0) 47.0) qw:139 @
PEEFIE BT, 100mg, gd4w Total:37.0 + 12.1 Total:194
(n=65) 100mg, g4w (36.6 +11.6) 100mg, q4w:34,
e _ )
Thagi 4 ,2016[14] 38 6l 300 mg, g4w (n=65) prp 300mg q4w(368+108) 3724131 J00me w0, o e
NCT01859988 200mg, 2w (n=61) 300mg, 2w 200mg, q2w (35.8 +14.9) 200mg, q2w:36, @
(n=64) 300mg, q2w (39.4 £12.1) 300mg, q2w:41,
300mg, qw (n=63) 300mg, qw (36.2 £10.7) 300mg, qw:43
. NI 0] pEER A" . 2 .
Bruin-Weller % 2018[15] _ o oo E“*Jtiﬁjfwio)o ME& AW bl B+ q2w: 38.0 (25.0 ~ 47.0) (23975 @w6s (o DO
CAFE: NCT02755649 300mg, qw (n=110) +TCS TCS qw:38.0 (29.0 ~ 48.0) 490) qw:66 @
FEAL AT, 300mg, qdw
e — . .
Paller %5 ,2020[16] s 123 (n=122) PLB+ @Rw:85+1.7 8318 q2w:57 61 164 6]
AD PEDS: NCT03345914 200mg/300mg, 2w (#=122)  TCS dw: 8.5+ 1.7 qdw:65 @
+TCS
Blauvelt % ,2019[17]
LIBERTY AD e g e)
ol H
EVALUATE 97 97 FEEFIJE AT, 300mg, qw PLB 39+ 14 40+ 14 51 46 32 J& O
NCT02210780
i S A -
Beck %5 2014 (1) [6] ¢ Eaﬁjsjgihjs(mglqzz;n v PLB 42.6=1.9 37.4+43 28 noapm V2
NCTO1548404 e, Qv f = oL axd RGO
300mg, qw (n=21)
Beck %2014 (2) [6] e v g )
A i
NCTO1548404 55 54 XA, 300mg, qw  PLB 33.7+14 39417 31 27 124 O
Beck 55,2014 (3) [6] A | 2 PLB+ . O
A 26 + B
NCTO1548404 21 10 FESFIJLHHT, 300mg, qw +TCS TCS 36.0+2.5 37.8+53 8 5 48 3@
e
Guttman-Yassky £ U 441+ DB
2019[18] 27 27 BER AL, 200mg, qw ~ PLB 38.5+13.55 1573 11 13 16 JA @
NCT01979016 :
Bieber 4 ,2021[19] | o
T ”
NCT03720470 242 131 BERFIJREAT , 300mg, 2w PLB 37.1+146 374£152 108 77 16 & @@

@M NRS, E/RBIFEREEMER,; SRR N
IGA, FIRMRFLAIT; SRR @OFRIAR
Filto qw R —0G 2w Ko 2 i—IG
qdw KRB 4 Ji—I
2.2 Meta s
22.1 IGA

9 15 RCT!™ 45 8 TR 7 5 IGA K45 W &
o Y R R, Meta AT S SR B, AT 4L
IGA W R B TXF R4, 25 HASIFE X
[300mg, qw: RR=3.75, 95%CI (3.09, 4.54) ,
P<0.00001; 300mg, q2w: RR=3.45, 95%CI ( 2.81,

4.23) , P<0.00001; 300mg, q4w: RR=4.06, 95%
CI (246, 6.68) , P<0.00001; k. RR=3.64,
95%CI (3.18, 4.17) , P<0.00001 ] . H&Z554n
Kl 2 FR .
222 EASI

8 I RCT' """ 4 i T A J7 7 EASI-50 J2 [
() H 2 B, Meta 70 Mrah SR BoR, 3677 41 EASI-
50 R BAL T4, 2R AASITFE X
[300mg, qw: RR=2.42, 95%CI (2.15, 2.72) ,
P<0.00001; 300mg, q2w: RR=2.60, 95%CI ( 2.27,
2.98) , P<0.00001; 300mg, qd4w: RR=2.46, 95%
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CI (2.04, 2.96) , P<0.00001; &E/fk: RR=2.49,
95%CI (2.30, 2.70) , P<0.00001] , HAKZEH 40
Kl 3 FiR.

6 151 RCT™ ' 1 338 TIRYT 5 A& 1Y EASI 2
HIHO. Meta P45 R W, IRITALN EASI 38
TEOUHT SO0 TR IR, 22 7 B geit27 a8 U 300mg,
qw: MD=-29.37, 95% CI (-34.79, -23.95) ,
P<0.00001; 300mg, q2w: MD=-27.47, 95% CI

(-32.66, —22.28) , P<0.00001; 300mg, q4w:
MD =-26.85, 95% CI (-55.17, 1.47) , P=0.06;
Bk MD=-2851, 95%CI (-31.86, -25.16) ,
P<0.00001 ] . EARZERME 4 iR,

223 NRS

6 1 RCT > R 38 367 J5 B3 1Y NRS 2
HIHO . Meta 585 R R, G741 NRS MCGETE
S RAL T X RRLE, 225 BAG X [300mg,
qw: MD =-9.76, 95% CI (-11.00, -8.52) ,
P<0.00001; 300mg, q2w: MD=-3.21, 95%CI

(-5.44, -0.97) , P=0.005; 300mg, q4w: MD=
-2.16, 95%CI (-2.90, -1.42) , P<0.00001; ;{4

Control

Dupiliumab 300mg gw

Study or Subgrou Event. Total Events Total Wei
1.1.1 Dupilumab 300mg qw

Beck 2014(2) 22 55 4 54 1.8%
Beck 2014(3) 11 il 3 10 1.8%
Blauvelt 2017 108 319 33 35 147%
Blauvelt 2018 43 a7 10 a7 44%
Bruin-Weller, 2018 43 110 15 108 6.7%
Simpson,2016(1) 85 223 23 224 101%
Simpson,2016(2) a7 239 20 236  89%
Thagi, 2016 il 63 1 61 04%
Subtotal (95% CI) 1127 1105  48.8%
Total events 420 109

Heterogeneity: Chi*=7.78, df= 7 (P= 0,35, = 10%

Test for overall effect Z=13.42 (P=0.00001)

1.1.2 Dupilumahb 300mg q2w

Bleber, 2021 33 42 18 131 103%
Blauvelt, 2017 32 106 33 35 7.3%
Bruin-Weller, 2018 43 107 15 108 G.E6%
Simpson, 2016(1) 85 224 23 224 102%
Simpson, 2016(2) 84 233 20 236 88%
Thagi, 2016 19 64 1 61 05%
Subtotal (95% CI) 976 1075 43.7%
Total events 35 110

Heterogeneity: Chi*= 599, df=5 (P=031),*=17%

Test for overall effect Z=11.91 (P=0.00001)

1.1.3 Dupilumab 300mg qdw

Paller, 2020 40 122 14 123 6.2%
Simpson, 2020 15 a4 2 85 09%
Thagi, 2016 14 63 1 61 0.5%
Subtotal (95% CI) 271 269 7.5%
Total events 69 17

Heterogeneity Chi*= 351, df=2(P=017),F=43%

Test for overall effect Z= 5.50 (< 0.00001)

Total (95% Cl) 2374 2449 100.0%
Total events 840 236

Heterogeneity: Chi* = 17.56, df= 16 (P= 0.35)," = 9%
Test for overall effect Z= 18.77 (P = 0.00001)
Test for subaroun differences: ChP= 0.53. df= 2{P=0.7TV."=0%

& 2

20,33 [2.82, 146 53]

18.11[2.50,131.17]

13.14[1.78,96.93

MD=-4.92, 95%CI (-5.49, -4.36) , P<0.00001 ] .
2.2.4 SCORAD

5 RCT!™ I 8 TR IT o B & W
SCORAD 2 3 1% .. Meta 73 B 45 1 W75, 1GJ7
ZH ) SCORAD it 35 1& &l W WAL T xf B4, 2 &
H A 4% it 2 & X [300mg, qw: MD=-30.93,
95% CI (-31.22, -30.65) , P<0.00001; 300mg,
qQ2w: MD =-30.78, 95%CI (-31.06, -30.49) ,
P<0.00001; 300mg, q4w: MD=-29.69, 95%CI
(-30.74, —28.65), P<0.00001; #f&: MD =-30.81,
95% CI (-31.01, —-30.61) , P<0.00001 ] .
225 TRFMHLAZR

13 301 RCT 245 TIRIF e AN R R o 1
HiBITHA RS LAERR O ~ 3.77%. 43Hr4
RN, RTINS R kAR A0
Hetk:, g2 % 255% [ RR=0.98, 95%CI (0.94,
1.02), P=0.38 |; 7E/"H 259 RFiF & A )7 T,
WITAH R TR, ZREA%ITFEL., B
RZE R 5 FiR,

X PRI ZH AN RS A= 3T i, 0 B A 1 %

Risk Ratio
M-H, Fixed, 95% CI

5.40(1.99,14.63]
1.75[0.62, 4.89] —
3.23(2.26, 462
4.30[2.29, 8.06]
281[1.67,4.75]
371 [2.43,5.66]
4.30(2.73,6.75]

L 4

3.75[3.09, 4.54]

265 [1.67,4.19)
288 [1.87,4.45)
289[1.71, 4.88]
370(242,563)
4.25[2.70,6.69]

3.45(2.81,4.23]

288 165,502
7.58(1.79,32.17]

4.06 [2.46, 6.68]

& .’|

3.64[3.18, 4.17]

0005 01 10 200
Favours [control] Favours [Dupilumab]

LE IGA & LR AIFRIE

Fig.2 Forest plots of IGA response rate in two groups
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Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Wei M-H, Fixed. 95% CI M-H, Fixed, 95% CI
1.2.1 Dupilumab 300mg qw
Beck,2014(2) 47 55 19 54 4.0% 243166, 3.54]
Beck,2014(3) 21 21 5 10 1.5% 1.95[1.08, 3.54]
Blauvelt, 2018 7o a7 A a7 64% 2.26[1.65,3.10] —
Bruin-Weller, 2018 94 110 47 108 98% 1.96 [1.56, 2.47] T
Simpson,2016(1) 136 223 55 224 11.3% 2.48[1.93,3.20] T
Bimpson, 2016(2) 146 239 52 236 10.8% 277 (214,360 T
Thagi, 2016 52 63 18 61 3.8% 280[1.87, 419 == -
Subtotal (95% CI) 808 790 47.6%  2.42]2.15,2.72] L 4
Total events 566 227

Heterogeneity: Chi*= 5.45, df=6 (P= 0.49),/= 0%
Test for overall effect: Z=14.77 (= 0.00001)

1.2.2 Dupilumab 300mg q2w

Bruin-Weller,2018 9 107 47 108 97%  1.95[1.55 2.46] —
Simpson,2016(1) 154 224 55 224 113%  2.80[2.19 358 -
Simpson,2016(2) 152 233 52 236 107%  2.96(2.29 3.83 —_
Thagi, 2016 50 64 18 61 38%  265[1.76,3.99 _—
Subtotal (95% Cl) 628 629 355%  2.60([2.27, 2.98] <*
Total events 447 172

Heterogeneity. Chi*=7.31, df= 3 (P= 0.06),F= 59%
Test for overall effect: Z=13.83 (= 0.00001)

1.2.3 Dupilumab 300mg q4w

Paller,2020 11 122 53 123 109%  211[1.71,2.61] N

Simpson, 2020 46 84 11 B85 23%  4.23(2.36,7.59 =
Thagl, 2016 46 65 18 61 38%  240[1.58 3.64] —
Subtotal (95% CI) 271 269 17.0%  2.46 [2.04, 2.96] -

Total events 203 82

Heterogeneity; Chi= 5,33, df = 2 (P = 0.07)/%= 62%
Test for averall effect; 7= 9.45 (P < 0.00001)

Total (95% CI) 1707 1688 100.0%  2.49[2.30,2.70] +

Total events 1216 481

Heterogeneity: Chi*= 18,67, df= 13 (P= 0.13)/7= 30% n=2 n=5 2 5
Test for overall effect Z= 22.32 (P < 0.00001) ) 1 :

Test for subaroun differences: Chi*= 0,68, df= 2 (P= 0.71)./°= 0% Fitvaurs feantroll: Favours Durilumsbl

3 7H4H EASI-50 K MR FRAKE
Fig.3 Forest plots of EASI-50 response rate in two groups

Experimental Control Mean Difference Mean Difference
Study or Subagr Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI I, 95% Cl
1.3.1 Dupilumab 300mg qw
Beck,2014(2) 74 36 55 -233 67 54 87% -50.70[52.72,-48.68] -
Beck,2014(3) 756 28 21 -5325 125 10  60% -23.10[-3095,-1525 e
Bruin-Weller,2018 -78.2 255 110 -46 276 108 90% -2220[3291,-31.49] =
Simpson, 2016(1) 489 26 223 -261 3 224 90% -2280[2332,-22.28 .
Simpson, 2016(2) -44.3 3 239 -154 3 23 90% -28.90[20.44,-2836] .
Thagi, 2016 -229 10.21372 B3 -7.3 1651636 61 TE6% -15.60[-2045-10.75] o 3
Subtotal (95% CIj m 693 49.3% -20.37[-34.79, -23.95] >

Heterogeneity, Tau® = 42,57, Chi*= 1036.82, df= 5 (P = 0.00001),/*= 100%
Test for overall effect Z= 1062 (P = 0,00001)

1.3.2 Dupilumab 300mg g2w

BruinWeller,2018  -73.8 259 107 -46 276 108 90% -33.80[-3452-33.08 -
Simpson,2016(1) -51 25 224 -361 3 224  90% -2490[2541,-24.39 »
Simpson,2016(2)  -48.3 24 233 -154 3 236 90% -32.90}3339,-3241] ’

Thagi, 2016 =231 1342572 64 .73 1651636 61 74% -1580[-21.09,-1051] -
Subtotal (95% CI) 628 629 34.3% .27.47[-32.66,.22.28] <>
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Fig.4 Forest plots of EASI response rate in two groups
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Fig.5 Forest plots of serious adverse events in two groups
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